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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Admi nistration

[ Docket No. 77 N-0240; DESI 1786]

Ni troglycerin Transdermal Systeny Qpportunity for a Hearing
AGENCY : Food and Drug Adm nistration, HHS

ACTION :  Noti ce.

SUMWARY :  The Food and Drug Administration (FDA) is proposing to
wi t hdraw approval of one new drug application (NDA) and five
abbreviated new drug applications (ANDA's) for certain single-
entity coronary vasodilator drug products containing
nitroglycerin in a transdermal system FDA is offering the

hol ders of the applications an opportunity for a hearing on the
proposal . The basis for the proposal is that the sponsors of

t hese products have failed to submt acceptable data on

bi oavail ability and bioequivalence.

DATES : Hearing requests are due by (insert date 30 davs after

date of publication in the FEDERAL REGQ STER) ; data and

information in support of hearing requests are due by (insert

date 60 davs after date of publication in the FEDERAL REAQ STER)

ADDRESSES: Communi cations in response to this notice should be
identified with the reference nunber DESI 1786 and directed to
the attention of the appropriate office naned bel ow.

A request for a hearing, supporting data, and other conments

are to be identified with Docket No. 77N-0240 and submitted to
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t he Dockets Managenent Branch (HFA-305), Food and Drug
Administration, 5630 Fishers Lane, rm 1061, Rockville, M
20852.

A request for applicability of this notice to a specific
product should be directed to the Division of Prescription Drug
Conpl i ance and Surveillance (HFD-330), Center for Drug Eval uation
and Research, Food and Drug Admi nistration, 7500 Standish Pi.
Rockville, MD 20855.

FOR FURTHER | NFORMATI ON CONTACT:

Mary E. Catchings,

Center for Drug Evaluation and Research (HFD-7),

Food and Drug Adm nistration,

5600 Fishers Lane,

Rockville, MD 20857,

301-594-2041.

SUPPLEMENTARY | NFORVATI ON:
. Background

In a notice (DESI 1786) published in the FEDERAL REQ STER of
February 25, 1972 (37 FR 4001), FDA announced its eval uati on of
reports received fromthe National Acadeny of Sciences/National
Research Council, Drug Efficacy Study Goup,on certain coronary
vasodi | ator drugs. FDA cl assified controll ed-rel ease tablets of
nitroglycerin as possibly effective for indications relating to

the managenent, prophylaxis, or treatnent of anginal attacks.



Noti ces published in the FEDERAL REAQ STER of August 26, 1977
(42 FrR 43127), COctober 21, 1977 (42 FR 56156), and Septenber 15,
1978 (43 FR 41282), anended earlier notices (37 FR 26623,
Decenber 14, 1972; and 38 FR 18477, July 11, 1973) by tenporarily
exenmpting nitroglycerin in controlled-release forns fromthe tinme
limts established for the Drug Efficacy Study |nplenentation
(DESI) program (paragraph XV, category | exenption). FDA
granted this exenption to allow manufacturers additional time to
study the effectiveness and bioavailability of their products.
FDA al so added additional dosage forns of nitroglycerin to the
Drug Efficacy Study and the paragraph XlV, category | exenption.

The exenption notices established conditions for marketing
the single-entity coronary vasodilators and identical, simlar,
or related products (§ 310.6 (21 CFR 310.6)), whether or not they
had been narketed and whether or not they were subjects of
approved NDA's. FDA required distributors and manufacturers to
have ANDA' s (conditionally approved, pending the results of
ongoi ng studies) to market products not the subject of NDa's. If
at | east one drug sponsor was conducting clinical studies on a
chem cal entity, FDA permtted the marketing of all firns’
products containing the same chemical entity in a simlar dosage
form provided each product nmet the other conditions. Not all
sponsors, therefore, were required to conduct clinical studies.

Because biocavailability is specific for an individual product,



however, FDA required each firmto conduct a bicavailability
study on its own product.

In a notice published in the FEDERAL REG STER of July 15,
1993 (58 FR 38129), after conpleting its review of the clinical
studies submtted for the transdermal delivery system of
nitroglycerin, rba announced its conclusions that this dosage
form of nitroglycerin is effective. The notice set forth the
conditions for marketing and approval of such products. To
receive full approval of an application based on effectiveness,
as well as safety, the notice required that sponsors submt
bicavailability/bioequivalence studies within 1 year.

The sponsors of the drug products listed in section Il of
this docunment are not in conpliance with the July 15, 1993,
notice in that they either have not submtted any
biocavailability/bicequivalence data or have not submtted
addi ti onal data on inconplete or inadequate studies.

Accordingly, this notice reclassifies the products to
| acki ng substantial evidence of effectiveness, proposes to
wi t hdraw approval of the applications, and offers an opportunity
for a hearing on the proposal

I . NDA's and ANDA's Known by FDA to Be Subject to This Notice

1. NDA 20-146; N trodisc, release rate 0.2 mlligrans (ng)

of nitroglycerin per hour (h); G.D. Searle & Co., P.0O. Box 5100,

Chicago, IL 60680 (Searle).



Nitrodisc, release rate 0.3 ng of nitroglycerin per h;
Searl e.

Nitrodisc, release rate 0.4 ng of nitroglycerin per h;
Searl e.

2. ANDA 88-727; Deponit, release rate 0.2 ng of
nitroglycerin per h; Schwarz Pharma, Inc., 5600 West County Line
Rd., Mequon, W 53092 (Schwarz) (formerly held by Weth
Laboratories, Inc. , P.0. Box 8297 Phil adel phia, PA 19101)

3. ANDA 88-782; N troglycerin Transdermal System (NTS),
release rate 0.2 ng of nitroglycerin per h; Hereon Pharnaceuti cal
Co., Inc., P.0O. Box 786, York, PA 17405 (Hereon)

4. ANDA 88-783; NTS, release rate of 0.6 ng of
nitroglycerin per h; Hereon.

5. ANDA 89-022; Deponit, release rate 0.4 ng of
nitroglycerin per h; Schwarz.

6. ANDA 89-516; NTS, release rate of 0.4 ng of
nitroglycerin per h; Hereon.

L1, Notice of Qpportunity for a Hearing

On the basis of all the data and information available to
her, the Director of the Center for Drug Evaluation and Research
is unaware of any adequate and well-controlled clinical
i nvestigation conducted by experts who are qualified by
scientific training and experience neeting the requirenents of

section 505 of the Federal Food, Drug, and Cosnetic Act (the act)



(21 U.s.C. 355), 21 CFR 314.126, and 21 CFR part 320 that
denmonstrates effectiveness (i.e., bioavailability/bioequivalence)
of the drugs that have been found to be in conpliance with the
condi tions established for continued marketing.

Therefore, notice is given to the holders of the NDA and
ANDA's listed in section Il of this document and to all other
interested persons that the Director of the Center for Drug
Eval uati on and Research proposes to issue an order under section
505(e) of the act wi thdrawi ng approval of the applications and
al | anendnents and suppl enents thereto on the ground that new
information before her with respect to the drug products,
evaluated with the evidence available to her when the
applications were approved, shows there is a |ack of substantia
evi dence that the drug products will have the effect they purport
or are represented to have under the conditions of use
prescri bed, recomended, or suggested in the Iabeling.

In addition to the holders of the applications specifically
named in section Il of this docunent, this notice of opportunity
for a hearing applies to all persons who manufacture or
distribute a drug product, not the subject of an approved
application, that is identical, related, or simlar to a drug
product naned in section Il of this docunent, as defined in
§ 310. 6. It is the responsibility of every drug nmanufacturer or

distributor to review this notice of opportunity for a hearing to



determ ne whether it covers any drug product that they

manuf acture or distribute. Such persons may request an opi nion
on the applicability of this notice to a specific drug product by
witing to the Division of Prescription Drug Conpliance and
Surveillance (address above)

This notice of opportunity for a hearing enconpasses al
issues relating to the legal status of the drug products subject
to it (including identical, related, or simlar drug products as
defined in § 310.6), e.g. , any contention that any such product
is not a new drug because it is generally recogni zed as safe and
effective within the nmeaning of section 201(p) of the act (21
U.S.C. 321(p)) or because it is exenpt frompart or all of the
new drug provisions of the act under the exenption for products
mar ket ed before June 25, 1938, in section 201(P) of the act, or
under section 107(c) of the Drug Anendnents of 1962 (Pub. L. 87-
781) , or for any other reason

In accordance with section 505 of the act and parts 310 and
314 (21 CFR parts 310 and 314), an applicant and all other
persons subject to this notice are hereby given an opportunity
for ahearing to show why approval of the applications should not
be withdrawn.

An applicant or any other person subject to this notice who

deci des to seek a hearing shall file: (1) On or before (insert

date 30 davs after date of publication in the FEDERAL REQ STER ,



a witten notice of appearance and request for hearing; and (2)

on or before (insert date 60 davs after date of publication in

t he FEDERAL REQ STER), the data, information, and anal yses relied

on to denonstrate that there is a genuine issue of material fact
to justify a hearing, as specified in § 314.200. Any other

i nterested person may al so submit comrents on this notice. The
procedures and requirenments governing this notice of opportunity
for a hearing, a notice of appearance, and request for a hearing,
informati on and anal yses to justify a hearing, other comments,
and a grant or denial of a hearing are contained in §§ 314.151
and 314.200 and in 21 CFR part 12

The failure of an applicant or any other person subject to
this notice to file atinely witten notice of appearance and
request for a hearing, as required by § 314.200, constitutes an
el ection by that person not to use the opportunity for a hearing
concerning the action proposed and a wai ver of any contentions
concerning the legal status of that person’s drug products.

Any new drug product narketed w thout an approved new drug
application is subject to regulatory action at any tine.

A request for a hearing may not rest upon nere allegations
or denials, but rmust present specific facts showing that there is
a genui ne and substantial issue of fact that requires a hearing.
If it conclusively appears fromthe face of the data,

information, and factual analyses in the request for a hearing



that there is no genuine and substantial issue of fact which

of approval of the application, or when

precl udes the w thdrawal

a request for a hearing is not nmade in the required format or

with the required analyses, the Conmissioner of Food and Drugs
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will enter sunmary judgnment agai nst the person who requests the
heari ng, making findings and concl usi ons, and denying a hearing.
Al'l subm ssions under this notice of opportunity for a

hearing are to be filed in four copies. Except for data and
information prohibited from public disclosure under 21 U.S.C.
331(j) or 18 U.S.C. 1905, the submi ssions may be seen in the
Docket s Managenent Branch (address above) between 9 a.m and 4
p. m, Monday through Friday. This notice is issued under the
Federal Food, Drug, and Cosnetic Act (sec. 505 (21 U.s.c. 355) )
and under authority delegated to the Director of the Center for

Drug Evaluation and Research (21 CFR 5. 82)

Dated:  March 3, 1999 /X) 1(

aﬁet Woedeoek

1I‘eCtOI'

Center for Drug Eval uation
and Research
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